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In vitro method of dociamenting a repertoire of 

^' ™ 

(^) NKR immunoreceptor (s) comprising in particular the 
KIK\p58.1, p58.2, p70.INH and pl40,INH, and the NKG2A 
and NKG2B receptors, and/or of a repertoire of (an) NKR 
immunOvjreceptor counterpart ( s ) , comprising in particular 
the KA^p50.1, p50.2, p70,ACT and pl40.ACT receptors, 
and the '5^KG2C, NKG2D, NKG2E and NKG2F receptors, these 
immunorece^tors being designated hereinafter target 
receptor (s)\ characterized in that it comprises: 
i. the use\of at least one pair of oligonucleotides, 
one being designated 3' oligonucleotide and the other 
5' oligonucleotide, the 3' and 5' oligonucleotides of 
the same said\ pair both being capable, under 
hybridization conditions corresponding to incubation 
for 1 min in a bufSfer [20 mM Tris-HCl, pH 8.4/ 50 mM 
KCl; 2.5 mM MgCl2] at\a /t9tTiperature of between 50''C and 



65°C approximately, of> 
cDNA of a target NKR 
not hybridizing, un4eN| 
conditions, with the DNA o\ 



jdizing to the DNA or to the 
:or, or NKR counterpart, but 
the same hybridization 
the cDNA of an NKR receptor 



counterpart, or respectiv^y of an NKR receptor, 
functional counterpart of theN^aid target receptor, 

ii. the bringing of DNA orXcDNA populations of a 
biological sample of human or ^imal origin for which 
it is desired to document the repertoire of (a) target 
immunoreceptor (s) , into contact waSth an excess of at 
least one 3' and 5' oligonucleotide^ pair according to 

1. under conditions favourable to th^ hybridization of 
this 3' and 5' oligonucleotide pair With the DNAs or 
cDNAs of the biological sample, and 

iii, the detection of the possible hVbrids formed 
between these DNAs or cDNAs and the\3' and 5' 
oligonucleotide pair(s) . 

2. Method according to ^jm 1, characterized m 
that the said or at least one of the said 3sr and 5' 
oligonucleotide pair(s) used is in addition \apable, 
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hybridization conditions as those 
of not hybridizing to the DNA or cDNA 
NKR counterpart, other 



ef ined under 
oix a receptor, either NKR or 
than the said target receptor. 
5 3, \ Method according to any one of the preceding 
clair^, characterized in that the 5' oligonucleotide of 
a saios. 3' and 5' oligonucleotide pair used for an NKR 
target Veceptor (or NKR counterpart) is capable, under 
the sameXsaid hybridization conditions, of hybridizing 
10 to the UNA or to the cDNA of an NKR receptor 
counterparty (or respectively NKR receptor) , functional 
counterpart \of the said NKR target receptor (or 
respectively Ni^R receptor counterpart) . 

4, Method ^according to any one of the preceding 
15 cl.^iias, characterized in that the 3' oligonucleotide of 

a said 3' and 5' Oligonucleotide pair, used for a KAR 
target receptor, /6^pable, under the same said 

hybridization condit]Son^^----pf hybridizing to the DNA or 
cDNA of the said KAR ^^s^get receptor at the level of a 

20 nucleotide stretch ^nhich comprises a sequence 
corresponding, according Vo the universal genetic code, 
and taking into account Vhe degeneracy of the said 
code, to the amino acid seqiaence Lys lie Pro Phe Thr 
lie (K I P F T I) or Lys LeuVro Phe Thr lie (K L P F T 

25 I) (SEQ ID No. 26 or 27) . \ 

5. Method according to an\ one of the preceding 
cl,.aimSr characterized in that theXsaid (or at least one 
of the said) 3'^ and 5' oligonucle\)tide pair(s) having 
as target receptor a KIR receptor Vs chosen from the 

30 group of 3' and 5' oligonucleotide parsrs consisting of: 
a 5' oligonucleotide comprising the Xsequence SEQ ID 
No, 1, or a sequence which is derived therefrom, and at 
least one 3' oligonucleotide comprisingX the sequence 
SEQ ID No. 5, No. 2, No . 6 or No. 7, ory a sequence 

35 which is derived therefrom, \ 

a 5' oligonucleotide comprising the sequence 
No. 4, or a sequence which is derived therefrom^ 
least one 3' oligonucleotide comprising the ; 
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SEQ ID No, 5, No. 2, No . 6 or No. 7, or a sequence 

hich is derived therefrom, 
a\5' oligonucleotide comprising the sequence SEQ ID 
No.\9, or a sequence which is derived therefrom, and at 
leas\ one 3' oligonucleotide comprising the sequence 
SEQ 10 No. 5, No, 2, No . 6 or No. 7, or a sequence 
which 1^ derived therefrom, 

at least\one 5' oligonucleotide comprising the sequence 
SEQ ID No\ 10, No. 11, No. 12 or No. 13, or a sequence 
which is d'^rived therefrom, and a 3' oligonucleotide 
comprising the sequence SEQ ID No. 14, or a sequence 
which is deriv^ed therefrom. 

6, Method Xaccording to any one of the preceding 

claims, characteVized in that the said (or at least one 
3' and 5' oligonucleotide pair(s) having 
receptor is chosen from the 
cleotide pairs consisting of: 
prising the sequence SEQ ID 
ch is derived therefrom, and a 
oligonucleotide combrising the sequence SEQ ID 
3, or a sequence whicn\is derived therefrom, 
5' oligonucleotide comprising the sequence SEQ ID 
8, or a sequence which isL derived therefrom, and a 
oligonucleotide comprising^ the sequence SEQ ID 
3, or a sequence which is dersived therefrom, 
5' oligonucleotide comprisingV the sequence SEQ ID 



of the said) 3' ^nd 5' 
as target receptor\ a 
group of 3' and 5' oAig^ 



- a 
No . 
3' 
No . 

- a 
No . 
3' 
No . 

- a 



5' 
1, 



oligonucleoti' 
or a sequence w3 



No. 9, or a sequence which is derived therefrom, and a 
3' oligonucleotide comprising the \ sequence SEQ ID 
No, 3, or a sequence which is derived tft^refrom, 
- a 5' oligonucleotide comprising the s'^^quence SEQ ID 
No, 15, or a sequence which is derived thei\pfrom, and a 
3' oligonucleotide comprising the sequei^ce SEQ ID 
No. 3, or a sequence which is derived therefro; 
7. Method according to any one of the preceding 

claims, characterized in that the said (or at lea^t one 
of the said) 3' and 5' oligonucleotide pair(s) having 
as target receptor a NKG2 receptor is chosen fromXthe 
group of 3^ and 5' oligonucleotide pairs consisting o 
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a 5' oligonucleotide comprising the sequence SEQ ID 
,No. 16, or a sequence which is derived therefrom, and a 
oligonucleotide comprising the sequence SEQ ID 
nX. 17, or a sequence which is derived therefrom, 
5 a 5' oligonucleotide comprising the sequence SEQ ID 
No, \l8, or a sequence which is derived therefrom, and a 
3' Oligonucleotide comprising the sequence SEQ ID 
No, 17\ or a sequence which is derived therefrom, 
a 5' oligonucleotide comprising the sequence SEQ ID 
10 No. 19, Or a sequence which is derived therefrom, and a 
3' oligonucleotide comprising the sequence SEQ ID 
No. 17, or a sequence which is derived therefrom, 
a 5' oligonucleotide comprising the sequence SEQ ID 
No. 20, or a '^\equence which is derived therefrom, and a 
15 3' oligonucleotide comprising the sequence SEQ ID 
No. 21, or a sequence which is derived therefrom. 
8. Method according to any one of the preceding 

cj_aim3, characterized^? in that the two 3' or 5' 
oligonucleotides of t^^^ame said pair are each coupled 
20 to a marker, in parjth:^ar coupled to a fluorescent or 
radioactive marker, \\such as ^^P, allowing the 
visualization of the hybrids which they may form with 
the said DNA or cDNA populsations of the said biological 
sample . 

25 9. Method according to\any one of the preceding 

claims, characterized in th^st the said 3' and 5' 
oligonucleotide pair(s) serve (s\ as 3' and 5' primers, 
respectively, for extension by DNA polymerase . 

10. Method according to any ota.e of the preceding 
30 cj^aims^ characterized in that the \^id hybrids which 

may be formed are amplified by at least one PGR prior 
to their detection. \ 

11. Method according to any one of\the preceding 
claims, characterized in that the said h^ybrids which 

35 may be formed are amplified by nested PGR 

12. Method according to any one of the\ preceding 
cj^aims, characterized in that the said detecti©^ of the 
hybrids which may be formed comprises, in addition, the 
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resolution, on a polyacrylamide gel, of the reaction 
m'ixture derived from the bringing into contact, as well 
asVhe visualization of the presence or of the absence 
of eaectrophoretic bands containing the said hybrids 
which^may be formed. 

13, \Method according to any one of the preceding 
claim s, \haracterized 
documentation of a genotypic 



in that it is applied to the 
repertoire of NKR 
and/or of NKR immunoreceptor 



sptors and a fraction 



immunorecepuors 
counterparts 

14 . MethodX according to any one of the preceding 

claims, charact\rized in that it is applied to the 
documentation of\ an expression repertoire of NKR 
immunoreceptors \nd/or of NKR immunoreceptor 
counterparts . 

15 . Method according to any one of the preceding 
claims, characterized \in that the said biological 
sample of human or animal cKcigin is peripheral blood, 
bone marrow, lymphocytes, VlfZaa^d/or T cells, transgenic 
cells expressing immunoi 
isolated from these samples 

16. Method according to \ny one of the preceding 
claims, characterized in thatV it is applied to the 
screening of a library of organs) tissues or cells. 

17. Method according to anyXone of the preceding 
claims, characterized in that itv is applied to the 
prediction or to the monitoring ot the acceptance or 
rejection, by a human or an animal, Vf cells, tissue or 
organ which is (are) genetically diffeSrent. 

18. Method according to any one Oif the preceding 
claims, characterized in that it is Vpplied to the 
prediction or to the monitoring of the s^ety or of the 
pathogenicity (GVH) , for a human or an >animal, of a 
graft or transplant, of cells, tissue or or\ran which is 
(are) genetically different. \ 

19^ Method according to any one of the \preceding 

cl^aims., characterized in that it is appliedX to the 
prediction or to the monitoring, for a humanX or an 
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^_nimal/ of a GVL-type effect on the part of cells, 
tissue or organ which is (are) genetically different, 
2o\ Method according to any one of the preceding 
claims, characterized in that it is applied to the 
^termination of the state of activation of NK and/or T 
cells at\a given instant in an animal or a human, 

21. Method according to any one of the preceding 
cl aims^, cha^racterized in that it is applied to the 
prediction ok to the monitoring of the state of 
resistance of an animal or a human towards a viral 
infection, such ^as an HIV infection, or a parasitic 
infection, such as\mala^)ia, or a bacterial infection, 
towards an autoimmu^//-disease, such as rheumatoid 
arthritis, or alternat_iWly towards the development of 
malignant cells such as l\ukaemia ceils. 

22. Method according t^ any one of the preceding 
clajjiL^ characterized in th^at it is applied to the 
screening of medicaments which\are active on infectious 
diseases, on autoimmune disuses and on tumour 
diseases . 

23. Kit for carrying out the \ethod according to 
any one of C laims , 1 to 22, characterized in that it 
comprises, in a container, at least on\ said 3' and 5' 
oligonucleotide pair, the reagents for c^-rying out the 
said method (s) such as a buffer, a markeiv (optionally 
coupled to the oligonucleotides of the said\pair), as 
well as instructions for use. 
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